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1 1 

S; (i) 



O OR 




cr o ch 3 



(I) 



[5*;«K xtiC2-C4r;v^-^^, C2-C4t;v^-;v^.> Ri -s (0) i -36 (Ri »4C1- 
C47;V*;V^£^U 1 l± 0 ~ 2 ?>»c£it1-o ) . v7/i> #Jl^*v*> C1-C4T 
+ (Ri ) 2 N-3fe (Ri liffliBfcW— o*i*&^-*-o ) x Ri - 

co-NH-i (Ri i±wmtm-(D&M*m-fo ) > Ri o-co-NH-i (Ri »± 

ffltiBfc PI— O7&*£^1-o ) > Ri NH-CO-NH-1 (Ri JiWlfit W— 
-To ) x Xtt, (Ra) aN-CO-l (Rz \tfrft]El=?-Xi±Cl-(AT o 
) «r*U X' li^n^/JSf, ^n^lg^ b < t±Cl-C4T;va *'>&T?g&$ tit 
«fcv>ci-C47;v*;va&, -hni, CMHTfl'n* ->»s Xte> R3 Z-3fe (Zt±Hfe*JK 
TOttWJWy-fcsKU R3 {i^ny>^-efim$tt^ci-C4T;v^r;^*^-to ) * 

kfiOXli 1 k' (iO~4©li^tL, k t&*0 O^K{± k ' ti 2 ~ 4 

oSE&TfciK k' jft*2 ~4 0»^:iiX' iiffl*45TJ:<, R«Cl-C47;v^;u^ C 
2-C4 T ;V ^ - ;V»X J±C2-C4 Tfl/^-^il-C**. ] 

* (II) 



[5£«K XtiC2-C4T;v^-;V*> C2-C47;i/*-^*. Ri - S (O) 1 -* (Ri ttCl- 
C47;i/*;v-*£«tU 1 (iO~2<^Sm^Ri-o ) , yj^i, aTna**^*, C1-C4T 
;i/3^fV*M-)l/S, (Ri ) 2 N-3fe (Ri tiffliB^ra— ©*i**3fe"fo K Ri - 
CO-NH-i (Ri ttttEfclfl- W^^^fo ) s Ri O-CO-NH-i (Ri ti 
BillBiilWl— (DUMZUiTo ) . Ri NH-CO-NH-S (Ri itISSJ&t W— Ojfei*4:g£ 

•To ) , (R2 ) 2N-CO-KR2 {i7k^^x«ci-C4T;v^;vS*^i-o 

) *£U X' ' \±J^ur ^nmfiL< {iCl-C4T;V3^ri/3fe-ce^$tt 
Ti) iV>Cl-C4T;V^rJV^, -fni % C2-C4T^=r^vS> Ra (ZiimSi 

*SEU kfiOXti 1 *SU k* liO~4^1I*tL, k^OWi^lik' f±2~ 
4 Oggrt?* «5 , k* ^2~4©^}:iiX' l±*l#|£oTJ: < , R (4Cl-C4T;v^;V* 
s C2-C4T/W^-^afeX»±C2-C4T^^r-^3fe'C3b*o ] 
T*^ $ fr* 2H- tf 7 V-2-* V-fb-grWo 
3 ] 

^ (III) 
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2/ 



/usK^/uakJlH: (Ri ' ' ) 2 (Ri ' ' {iC2-C4T;v^;v*^^-To ) £StU 

X* • tt^ny^S?-, ^ny>iR^L<liCl-C4T>U3*">^T?iSjft**t"C'b«tv»Cl- 
C4T;i/^;V^ -Foi, C2-C47;V3^r~>^ xii> Ra z-ft (Zte^StH?-XM 

fiOXfi 1 *£U k* * liO~2^)llS[tgU k#0^i:(±k' ' *±2T*«K 

•ca* $ *i a 2H- t e 7>-2-t> fb^o 

[»**4] 

tZZtZSimtlrZ, & (IV) 



[5*;4u V{±C2-C4T;V^^;V^ C2-C4T;V^-;i/*, */Hj?*->3k C2-C4T;V^^v* 
;u**-;v*3Ui (Ri ' ' ) 2 N-3fe (RT ' * ) *rf*U 

k' ' liO~2©S^^L, k #0 k' ' tt2T*>«9, k' ' #2 0»^i: 

WtX* ' X' ' t±^ny>Jf^ ^nr>Jg^L< l±Cl-C4T;U3^v* 

T?S&£*lT*> iv^Cl-C4T;V^;Hfe, -hni, C2-C4T;Vn^i/^ X(±> Ra 

*m-?o ) *36U kJiOXte 1 R{±Cl-C4T;u*;v^ C2-C4TA/^--^*Xt± 

C2-C4T/l/*-^3£-C2b*o ] 

-cm $ tt a 2H- e 9 > -2- * -yft&m <o mm & • 

[«f#3l 5 ] 



[5*;tK XttC2-C4T^^-/l/3fe> C2-C47 Ri -S (O) i -1 (Ri »±C1- 

CiT)l'*)V&*mV, 1 tt0~2tf>a£8cfc^-* o ) . ->7^i, #;v***v^ C1-C4T 
;vn^v*;v>K-;v^ (Ri ) 2 (Ri {imffBi: IWi-OitBfcSr^-f o ) , Ri - 

CO-NH-i (Ri ti«rSBtra-05fiEI*«:^o ) ^ Ri O-CO-NH-S (Ri Mt 

mtztim-v&mzm-to ) . Ri nh-co-nh-* (ri »4«nEfcw— <dw%*& 

1"o ) > X»±. (R 2 ) 2 N-CO-» (R 2 \±*.mm=¥'XiiCl-UT?l'*)V&ZWi-t 0 
) *£U X' i±^n^>^ Any^g^L< l±Cl-C4T;U=f ^rv*T«m$ tLT 
J:v>Cl-C4T;V^r;V^ -bni, Cl-C4T;i/a^->^, Rs Z -36 (ZteMStM 

^XMUM^-fc^U Ra «^ny>M^--eSm$tL^Cl-C4T>^;V* 5 S:^-ro ) £ 
kttOXttlfc^U k' ttO~4<&a8fifc*£U k**0 li k* ti 2 ~ 4 

©SEBrC*!K k' a*2~4 0*§^fc{±X* l»j;otJ:<> R tiCl-C4T>l/* ;v* N C 
2-C4T;v^-;v*3Z.{iC2-C4T;v^-;^T'*a 0 ] 



1 1 3 7 - y ? t n 7 - ^ >f f f OUT *f < ZtizX V) 




(IV) 
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(X) kv 
(X')k-^ 




[5*1*. xttC2-C47;V^-^^ C2-C4T;V^-;V^ Ri -S (O) i -B (Ri ttCl- 
C47;v*;v^ticU HiO-2<otS^Sto ) > ">7^I, #;v***v^ C1-C47 
^3^y*;VjK-;H, (Ri ) 2 (Ri ttlftia t RI— ©fl*?:ito ) . Ri - 

CO-NH-* (Ri t±«TlBfcR|-0*l*«:«i-o ) > Ri 0-CO-NH-* (Ri tt 
ItrlEtlWl-O^^^i-o ) . Ri NH-CO-NH-i (Ri ttftfiai: IWJ-^^i**^ 
To ) . Xtt, (R2) 2N-CO-* (R2 te*^M^XttCl-C47;i/*^»£i&To 
) X' tt^n^MT^ /Nny>'JR^L<t±Cl-C4TA'3 + vafe-eSSI$tL-C 

*> J:v^Cl-C47;V^^> -boi, C1-C47;V3*~>*> Xtt, R 3 Z-» (Zttm*^ 
^Xli«W^it> Rs (i^ny>HT-X'«m$tt7tCl-C4T;v^;v***i-o ) £ 
iU kttOXttl£*U k' ii0~4Ollt^U k^O ^-^tt k ' (2 2 - 4 
k' /5 S 2 ~4<7D^^t2X' liffli^otJ:<, R ttCl-C47/l'* >Hfe, C 
2-C4 7 ;v — ^*X {2C2-C4 7 ;v # - * * o ] 

* (I) 



[5£*K XtiC2-C47;V^--^*> C2-C47;V^r-;V^, Ri - S (O) 1 (Ri ttCl- 
C47;V*;V«£3cU 1 (± 0 ~ 2 om$L*m-fo ) > '>7^I, #;i/***v^> C1-C47 

(Ri ) 2 N-» (Ri ttfriBtra-^* 1 **^* ) , Ri - 
CO-NH-i (Ri liUIBfcH-*)*"***-*** ) > Rl O-CO-NH-S (Ri tt 
«TEi:ra-^)*I**^-t-o ) > Ri NH-CO-NH-* (Ri ttt&fBi: ft— 
-To ) . Xtt. (R2 ) 2 N-CO-i (R2 tt7K*II^XttCl-C47;i'*;vft£^To 
) £f£U X' tt^n^vjR^ /Nny>«^jeL<liCl-C4TA'3*V*T?«ft**L-C 

iv>Cl-C47;v#;v*> -fni, Cl-C47/U3*~>au Xtt, Ra Z-3fe (ZttmifJF. 
^XttatfMHF-fcitU Ra li^ny>'®?-T1S|fe$tLfeCl-C47>i'*>Hfe i Sr*i"o ) £ 
*U kttOXttl£gtU k' ttO-4<DSE&*£U k*«0(O#^ttk' tt 2 ~ 4 
05SE&T**»K k' **2~4<^^^{±X' liffllioTJ: < > R ttCl-C47 C 

2-C4 7 ;v ^ - ;v^X ttC2-C4 7 * - & & o ] 
(i) 



[5£4u Xf±C2-C47;v^-^*> C2-CA7 Ri - S (O) 1 -& (Ri ttci- 
C47^*>Hfe**b, HiO-2<OffiR%*t. ) , '>7/i, C1-C47 
* 3* 3/ (Ri ) 2 N-» (Ri liffifBt PI— ^^1**^0 ) ^ Ri - 
CO-NH-i (Ri {±HulBi:|WI-Ojti^^^i-o ) > Ri O-CO-NH-i (Ri tt 





(l) 
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^-v : 4/ 



mtZtm-O^M^m-to ) > Ri NH-CO-NH-I (Ri }ifriatiwi-o^=£:^ 
-To ) , Xt±> (R 2 ) 2 N-CO-i (R 2 {iTKmH^XfiCl^T^^r^^^^-to 
) X' li^ny>Sf, ^n^>Ji^t < (iCl-C47;V3^'>^t?S^$tL-C 

*> iV%Cl-C4T;U^;Vft, ^hni, C1-C4T Jl/adf-S/^ R 3 Z-* (Z{±^*^ 

^{i^JF^^^L, R 3 li^vryW^-eU&ZtitzCl-CATfrirfr&ZWil-c ) £ 
kl±0Xf±l£^U k* l±0~~4<D»c£^U k^OO^lCfik' (i 2 ~ 4 
k' ^2~40^^liX' (i^M^o-CJ;<, R(±C1-C47JV*;H, C 
2-C4 T ;v - &C2-C4 T ^ * - h & o ] 

-e^ $ tt^> 2H- n° 9 > -2- * > * ^ Mofc»ft £ £ & ^« * !&B t -T & ui?L 

[If 9 ] 



[sfceK Xi±C2-C4r;v^-;v*. C2-C47;v*-;H, Ri - S (O) i (Ri tiCl- 
C47;V*;V^£aU ni0~2O^m^^-r o ) ^ ->7^i> #;w-K*>^ C1-C4T 
;vn^r>'*;^^-;v^ N (Ri ) 2 N-I (Ri teltrK t IWJ — WtfttrSto ) . Ri - 
CO-NH-i (Ri teliui5t|W|-^t:!*£SH-o ) % Ri O-CO-NH-i (Ri it 
■fttrie tWJ — <DMM*$i-fo ) > Ri NH-CO-NH-i (Ri ItfftUt |WI — - <D&MZ%: 

•to ) > xti. (R2) 2 N-co-i (r 2 teTkmw^xteci-CATfr^frmzmiro 
) £JEU x' it^uy^m^-. ^uy>m.=ir%L< i±ci-C47;v3^rv'^-ea^^tLT 

J:v^Cl-C4T;v^r;i/^ -fnS, Cl-C4T;vn^ v*. Xit, Rs (Z(±m*H 

SL> kteOXti 1 £JtU k' {±0~4<«§&£fcU k^O^^^iik' {±2-4 
<7)8l$re&*K k' ^2~4^t:iiX' i±Mioti<, R{±Ci-C4T;v^;w^ C 

2-C4T ;V ^ - f±C2-C4 7 ^ - ^*T~ & & <> ] 

-c^ $ ft & 2H- tr 7 y -2- * > it&m <D&m o 

1 0 ] 

^ (I) 



[5£4u Xi±C2-C4T;i">--;l/^ > C2-C47;v*-;i^ Ri - S (O) 1 (Ri t±Cl- 
C47;v*;v^£gtU 1 (± 0 ~ 2 <DmWi^^o ) > v7/I, #;V***~>L C1-C4T 
;vn^->*;i/^;H, (Ri ) 2 (Ri {igfrlB t [Wj— O^^^-t-o ) > Ri - 

CO-NH-I (Ri i±MISa:|W|-^«^^-ro ) ^ Ri O-CO-NH-I (Ri f± 
ffflfitlWI— 0*l*^^-ro ) > Ri NH-CO-NH-i (Ri {±tfflfifc|Wl— <DM^0: 
-To ) ^ Zf±. (R2 ) 2 N-CO-i (R2 l±7Kfitm^X}±Cl-C47;v**'»£^1-o 
) X' t±^n^>JK^, ^n^y^gLOiCl-^^^v^amStt-C 

J: v>Cl-C47;v*;vft % -fni, Cl-C47;i'=i*>'*, X{±> Rs Z (Zf±M*IT> 

3c U k{±0Xl± 1 £3cU k' l±0~4?)^!fc£^U k^OO^Pik' f± 2 ~ 4 
k' ^2~-4©^CliX' l±ffi^otJ:<, R {±01-047^^ JVi, C 
2-C4 7 ;i/ ^ - &C2-C4 r * # - *3fc"? & & o ] 

-e^ $ 2H- e 7 >-2-* -yft&m t t £ £ i t tt^TGF- 

ffi!E#2 004-3078938 
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111 _ 

O OR 

(X) k . 

(I) 

CT "O" "CH 3 




Xl±C2-C4T;v^-;HI> 02-047^-^^ Ri - S (O) i (Ri ttci- 

(ar^/uafeSr&u i«o~2oiMt. ) s ->r/^> ci-c4r 

(Ri ) 2 N-ft (Ri litfMEfcra— *>#<* ! £:^'*"o ) . Ri - 

amistiwi-<7)^^^-ro ) , Ri o-co-NH-i (Ri « 

Ei- 0 ) > Ri NH-CO-NH-i (Ri tetffffi t W— tf>*l**3E 
hN-C0-4(R2 l±**K ; f : XttCl-C4T>u*A'afe*r*-ro 
) fc&U X' »/>n^>BR^ ^ny>lR^L<J±Cl-C4Tn/3^'>»T?*tft$tL-C 

=?-x\mmm=f-*mL, Rs fr»ur>jR?*wmztLtzci-cAT ) * 



CO-NH-i (Ri 
-To ) , XM\ (Ra 



2-C4 r )V >r - ns&X (iC2-C4 T ;v * - & & . 

l 2 ] 



] 




(I) 



CH 3 



[5$»K XteC2-C47;v^~;vS> C2-C4r;v d r-;v»> Ri -s (o) i-i (Ri ttCi- 
C47;V*;V3££SU 1 li 0 ~ 2 ©SE»**-*-« ) , >7/*, C1-C4T 

;v3^i/*;v*-;H> (Ri ) 2 N-3fe (Ri {±ttriatiwi-o^i*^^i"o ) . Ri - 

CO-NH-S (Ri tttWBkW-«>*«***i"o ) > Ri 0-CO-NH-* (Ri tt 

m^tm-<o^M^-to ) s Ri nh-co-nh-* (Ri ttWEfcro-©**** 

•To ) (R 2 ) 2 N-CO-i (R2 tt**lS : F-XttCl-C4T>u*>Hfe*3fti"o 

) **U X' li^a^/S^ ^oyvrau (±ci-C4T;v3^->^-e«m$ttx 
& J: v*Cl-C4T -bni, Cl-GiT* 3U±, Rs Z-* (ZttS&ttK 

^XttaaWf-frRU Ra li^nrvJK^-CHJftStLfcCl-t^T^^/Hfe^iti-o ) * 
kiiOXIil^U k* k^O^Clik' 2 ~ 4 

0»ict?*^N k' #2-4^i:ttX' {iffiH&oTJ: <. RttCl-C4T;V^;V*. C 

2-C4T;w^-^*Xt±C2-C4T;i'^-;v»"e$) ; ?>o ] 

1 3 ] 

#bj*<05S; (i) 

O OR 

(X) ky 




(i) 
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s*—V : 6/E 



[r&'K XiiC2-C4T;V^^^> C2-C4T;V4r-;i'^ Ri - S (O) i -S (Ri HC1- 
C4T;vdr;i^£^U mo~2olt*Sto ) * vT^^ #;i/***v^ C1-C4T 

(Ri ) 2 N — 36 (Ri tifrlBi R — <0*Bfcfc3H-o ) > Ri - 
CO-NH-i (Ri titWfEkR— O****1-o ) . Ri 0-CO-NH-* (Ri tt 

maafcra— o*i*«:?fe"to ) > Ri nh-co-nh-s (Ri ttflrsafcra— *>**** 

1"o ) > 3Ui> (R2 ) 2N-CO-I (R 2 «7X^M^-X{iCl-C4T;v^r;v**^-ro 
) fc&U X' (i^ny^I^ ^ny>g^l < teCl-C47>V3 *»-T 
t J:v>Cl-C4T;v^;^ -fni, Cl-C4T;i/=J*->&> XWU R3 z-s (zttB&atJK 
^XttSlftJR^fcaU Rs «^nr>lg : ?t?«»$tLfeCl-C4T^4r>i'3&*3E-to ) £ 
*U kliOXlil t*U k' ii0~4O^«SiU krt*O<0»#fct±k* (±2-4 
!K k' )i ? 2-4«i^l:i±X' (i^H&oT J: < , R i±Cl-C4T;v^^*> C 
2-C4 T )V - «C2-C4 7 ^ * - /HfeT? * * „ ] 
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[0 0 0 1] 

[?r*&*] 

10 0 0 2] 

ttL, *<D%k^ Biff • MO^^g:T^«»^t'M^o t> U y 

*«F« S *1R2#BR) o TGF-/3li, I In 7 -^*^<33&3i**Jti;l>n$H2\ 37- 

, ^ tiizi%\,^$immrf&w z ti&ztmnb frizz fix 5, 
*#« : X]K6sa f *#tt s i:iK7#RR) s tt:T g-f - fi (omm.^^i'^um^fctLxn 
mm\zm < as*-* t k j: o , *ufto*ui§4bP3c#3 *u -?-tLc#v^«ti 

1 0#JSQ o 

[0 0 0 3] 

1] J. Invest. Dermatol., 94, 365, (199 

0) 

2] Proc. Natl. Acad. Sci. USA, 88, 6642 
,. (19 9 1) 

[#*HMC1R 3] Lab. Invest., 63, 171, (1990) 
mmWJcM 4] J. Invest. Dermatol. , 94, 365, (199 
0) 

l&<$Vf$M 5] Diabetes, 45, 522-530, (1996) 
[im&JcM 6] Proc. Natl. Acad. Sci. USA, 96, 127 
19-12724, (1999) 

IfEftttSCtik 7] Proc. Natl. Acad. Sci. USA, 97, 801 
5-8020, (2 00 0) 

Autoimmuni ty, 35, 277-282, (2002) 
[*4W:fc]tt 9] J. Hepatol. , 37, 331-339, (2002) 
m&Wrltt 10] Life Sci., 71, 1559-1606, (2002) 

[0 0 0 4] 
[0 0 0 5] 
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*»9J*fctt, ^4«ftor, ttttfcttLfctt*, Tiso^ (i) t?^**i.*2H-e 

1. * (I) 



[gJttK xt±C2-C47;v^-;v*. C2-C4T;v^-;v^ Ri -S (0) i-i (Ri tiCi- 
C4T^^>uaft*U lli0~2O»ito ) > v7/i> *^*'*'>^ C1-C4T 
^3^->*>nK-/Hf, (Ri ) 2 N-3fe (Ri ttlWr?Bfcra— w*«**^"t"o ) x Ri - 
CO-NH-i (Ri tt1WBfcm-<0tt***i-o ) > Ri 0-CO-NH-I (Ri tt 
«riBfcW-©*l|£**1-o ) > Ri NH-CO-NH-i (Ri f4«tfififc R-©*l**£ 

•to ) , x«> (R2 ) 2 n-co-i (R 2 \tim^^.\tz\-uT)v^^m^m-fo 

kttOXttlfcSEU k' !iO~4«^U k^OWi^Clik' i42~4 
©j|l!tt*»), k' ^2-4oMPiX' R(±Cl-C47;v^;v*, c 

2-C4 7 ;v - J4C2-C47 ;i/ * - ;v^x & & 0 ] 

2. g£ (ID 



[a**, X{iC2-C47;V5r-;VS, C2-C47;V*-^^ Ri - S (O) i-i (Ri ttCl- 
C47;v*,>V*£^U lliO~2«Wo ) „ ->T^i, C1-C47 
;va^i/*;i/*'-;vi, (Ri ) 2 N-2fe (Ri tilttlBfcRI— ©*l***1"o ) . Ri - 
CO-NH-S (Ri ttffiIBfcra-tf>*i**:3H"o ) > Ri O-CO-NH-i (Ri f± 
*5l5t[W|-0#B5!c^^1-o ) , Ri NH-CO-NH-i (Ri (4ittj|S£: E-0*i**& 
t„ ) , xa, (R 2 ) 2 N-CO-S (R 2 (i7K«m : f-XtiCi-C47;w^;vi^*-t-o 
) *£U X' ' (i^n^>«f, jsvy>ISL=¥-&V< i±ci-C47;i'3 d rv^-egm$tL 
iV^Cl-C47;V^;V»^ -hnl, C2-C47;V3 Jrv^ 3Ki> Rs Z-» (Zfi^Sf 
JR^XttWJR^**^. R 3 li^nyy]Ii : -emm$tL/ > :Cl-C47JV d r^^^i-o ) 
**U kl403ZJ4l£flU k* li0~4OfWU k^OOi^lik' & 2 ~ 
4 »K k' **2 ~4 ©»£-£t±x* ii»oti<, Ri4Ci-C47;w*;v* 

. C2-C47;v^-^;v*XtiC2-C47;v J r^^*"C*^>'2>o ] 

-r^ s 2H- 1° ^ y-2-* (mr> *$&9Hfc#» (11) tiB-r^ ) ; 
3. (in) 





(II) 
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vt±C2-C4T;v^-;v». C2-C47;v*-;v*> #;i/***v»> C2-C4T;v 
)Vtf-)V&Xte (Ri" ) 2 N-2fe (Ri ' ' {iC2-C4T;V^;V^«r^t-o ) 
X' ' liAD^ylf^ ^uyyW,^L< teCl-C4T^* v*"?fi&2^ & <fcV>Cl- 
QAT^^^m, ^fn^ C2-C4T;vn^V^ 3U±. Rs Z-^ (Z ttK^lR^Xttffi 
JtlKT-fc&U Ra (±^ny>Jl : P^Mm$tL/iCl-C4T;v^^»^^-t-o ) «r£U k 

•c^$tLS2H-e^>-2-*><k^ (&t\ ^i&^fMfrfciBi"^ ) ; 

4. i!&&3Ett<02H-tf9>-2-*><fc#!»*^ T)V*Mt, 7 *r - )\< * - * 

ft-*- a -fa, ^ (IV) 

O OR 

(IV) 

w - CH 3 

vtiC2-C4T;v^-^> C2-C47;v*~**> S'*, C2-C4 7 ;V 

;v**-;v^;$Ui (Ri ' ' ) 2 (Ri ' * \$Z2-QA7fr* ;H^^to ) 

k* ' tiO~2<0SE8fc**U k#0(O^:tik' ' k' ' ^2«C 

ttX* ' litem**), X' ' tt^n^JR^ ^n^>JR^L< «Cl-C4T;v=t^'>» 
T?fitft$ft-c i v>ci-a T;v^r;v^ - h ni, C2-C4T^3^V3fe. Xtt. Rs Z-* 

«-Fo ) kliOXIil *£U R{±C1-C4T;V#;V». C2-C4T;v^->»V*Xli 

C2-C4T;V d r-^&"C*) ; 5>o ] 
■e^§ir*2H-tf 9 >-2-* v-fb'MfcolWSfe ; 

5. ig3 5-^>jtisf^?t?Pllt4^*©tM^ttt©, * (I) 

O OR 

(I) 

« CH 3 

xt±C2-C4T;i/^-;v*^ C2-C4T;v^-;v^ Ri - s (O) i -36 (Ri f±Ci- 
C47;V*^&*U n±0~2O^«r^i"o ) > '>7yi, Cl-C47 
;W3^v3t;;v^-;v^ (Ri ) 2 (Ri ttiffiEfcra— <&*i**&i-o ) , Ri - 

CO-NH-1 (Ri tifltriBfcW— W*i* : S:^-*-o ) . Ri O-CO-NH-I (Ri (± 
t(HBfcW-0*l|c*«"ro ) . Ri NH-CO-NH-S (Ri ttflHRfcra-0>fcl**^ 

1- 0 ) ^ x»±, (R2 ) 2 N-co-i(R 2 {±7k*il^xi±ci-C4T;v^;v^^^-ro 

) *£U X' J±^n^>jR^ % ^ny>]R^L<ttCl-C4r^3#'>*tMStft$^"t: 

iv>Cl-C4T^^;V^> -hni, Cl-C4T;vn^->^ Rs z-l (Ztt&*M 

^XttiiiSM^**!-. Ra {i/Nn^>®^--e«m$tt^Cl-C4r^^r^*^^o ) * 
kt±0Xlil*SU k' ttO~4tf)*E»*:£U k^0©^C(ik' (±2-4 

2- C4 7 ;v ^ ~ (iC2-C4T ;v * - *4o] 
^$n*2H-if 9>-2-* Wfc'&WO'ffiJB ; 

O OR 

(I) 

CH 3 
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[5**K XtiC2-C47;i"Jr-;H, C2-C47;v*-;H> Ri - S (O) i -I (Ri tiCi- 
C47;i^;vI£^U UiO- 2<D^ifc&frr 0 ) , y7;i> * ">Is C1-C4T 

^r'>*;v^^;v^ (Ri ) 2 N— I (Ri liMIS i: m~ (DM^^iTo ) , Ri - 

co-NH-i (Ri nmztm-^MMzmi-o ) > Ri o-co-NH-i (Ri a 
m^&tm-o^mim-to ) . Ri nh-co-nh-s (ri latfrifitiwi-omsrit 

1"o ) > 3ltt, (R 2 ) 2N-CO-I (R2 tefcrnw^xteci-uTfrirfrmz^Li-o 

) £JEU X' it^uy>m^- y ^vr>m=F%L< {iCl-C4T;i/3^fv'&T'*m$^T 
t iv^Cl-C4T;v^r^^ -fni, Cl-C4T;v^^>'^ Xli> R 3 Z-I (Z(im*H 
^X«jW?£itU Ra {±^^^r>^T'«^$tL^Cl-C4T;^^;^^^:*i-o ) £ 
i£ L> kteOXJi 1 SrflU k' li0~4Olt^St, k rt ? 0 c^it^Kii k ' 2 ~ 4 
<7?»CT»&I9> k' j&«2 ~4 co^^liX' ttfflI^oti<, R{iCi-C47;v*;H, C 
2-C4 t ;v ^ - ;HX t±C2-C4 7 ;w * - ;Hr- & £ „ ] 

7. ^ (I) 



XiiC2-C4T;i/^-;v^ C2-C47;v*-;H^ Ri - S (O) 1-KR1 fiCl- 
C47->l'*Jl'I£*U 1 J± 0 ~ 2 c9^fc£^-f- 0 ) . ->7/S, # ;i/**dr vl, C1-C4T 
;V3^y*;wf-;H, (Ri ) 2 N — I (Ri temffS t OlcBfcSrSrro ) ^ Ri - 
CO-NH-I (Ri {i1friBt|W)-(^^^^-ro ) > Ri O-CO-NH-I (Ri it 
fifffatlWJ— CO 7ftl*£fl1- o ) x Ri NH-CO-NH-i (Ri (±Hfrlfi t |SJ— O^l**^ 
i"o ) ^ Xl±, (R2) 2 N-CO-i (R2 itTKmW^XltCl-CAT^^^^miro 
) *3£U X' (4^ny>J!^ /nu^>M^L< iiCl-C4T;V3drvI-e«^L$^T 
*> <£v>Cl-C47;i'*;i/I, - h n§, Cl-C4T;i/3df->^ Xti, R 3 Z-I {Z\t^MW. 

: f-jummB.=f*mL, r 3 i±^n^>ir> : f--csm$^ci-c4T;v^;vi^^i- 0 ) £ 

icU k tiOXfi 1 £ScU k' (i 0 ~ 4 <75fi$c£^U k/^ 0 O^Kfi k ' (i 2 -r- 4 
cD^&T-&*K k' 7& ? 2~4CD^^{±X' tiffi^&o-C J: < . R t± Cl-CATfr* ;H> C 
2-C4 T ^ ^ - ;HX {4C2-C4 T ;v - ;vit & & 0 ] 

) ; 

8. m%]M<D$: (i) 



[^"K X{iC2-C4T;V^-;vI> C2-C47;V*-JVI, Ri - S (O) i -I (Ri fiCl- 
C47;l/*;H£itU lli0~2©irat„ ) „ ->7;ft> #;l/***->I, C1-C4T 
;vn^y)!i;l/^;Vi, (Ri ) 2 N-I (Ri IWj-O^^r^-To ) % Ri - 

CO-NH-I (Ri «lBil^-<£>M:£^-f o ) , Ri O-CO-NH-I (Ri fi 

mmtwi-^m^m-f-o ) . Ri nh-co-nh-i (Ri iiittfatiwi-c^GfcSrit 

i"o ) , Xf±. (R2) 2 N-CO-I (R 2 t47K*^XtiCl-C4T;V^r;H^^-ro 
) «rtL> X' {i^n^JK^ ^nr>Jg^3gL < tiCl-C47;i'3*i'lT~E&£*LT 
^ «tV^Cl-C4T^^r;i/I, - hoi, Cl-C4T;V3^r->I> Xfc, R 3 Z-I (Z{i»M 

^JA«JI^£3fcU R 3 (4^n^>^-egm$tt^ci-C4T;v^;vi^^-r 0 ) * 

*U kliOXin^L, k' {±0~4<£>^c£^U k^OO^Ktik' & 2 ~ 4 





mSE# 2004-3078938 



#12003-324157 



5/ 



2-C4 7 JV ^ - JV &C2-C4 T ;V * - "C *> & o ] 
9. TGF- pOft%*WM-t%>?zib<7>% : ®)J&%-t LTO, ^ ( I ) 



[5$;4\ X{±C2-C4T^^->>^> C2-C4T;V^-^^ Ri - S (0) l (Ri &C1- 

C4T;V*JV^£*U Ili0~2«ll*ito ) . ^^i, #;V***~>^> C1-C4T 
)V3^->*;wt'-JVi, (Ri ) 2 (Ri fimriatl^-^^^^o ) > Ri - 

co-nh-i (Ri immtm-<D&$t*$L-to ) ^ Ri o-co-nh-* (Ri it 
mmtm-vM^zm-to ) > Ri nh-co-nh-i (Ri tittrifitiwj-^^i*^^ 

1- o ) , 3U±, (R 2 ) 2 N-CO-I (R 2 tiTlc^m^XtiCl^T^^^^^i-o 

) £3IU X' {i/Mn^^Jl^ /Nny>H^L< (iCl-C4T;V3^rv^T^m^^T 
4> iv^ci-C4T;v^;v^ ~>n^ ci-C4r;vn^->^ RsZ-* (Zitm^W. 
^IlilfH^^tt, R 3 (i^ny>-MT-r-em^tL^Cl-C4T;v^;v*^^o ) £ 
£U kliOMl^U k* ttO~4<Ojg»*£U k#0«i:iik' (±2-4 
oi£8rc.2b»K k' ^2~4*S:iiX' i»otJ:{, R(±Cl-C4T;v^;v*. C 

2- C4T - ;v*Xi±C2-C4T ;v * - & „ ] 
-c^$tL^2H-ti 0 7>'-2-^-^^%^ > Kffi ; 

10. & ( I ) 



[5*;+. xt±C2-C4T;v^-;v*. c2-C4r;v^r-;v*. Ri -S (O) i -2fe (Ri ttci- 

C47;V*^*£^U 1 J± 0 ~ 2 <^K^^^i-o ) > '>7/^ */U*K*->2fc, C1-C4T 
;vn^^*;v*'-;H, (Ri ) 2 N— 36 (Ri titirlBt R— 4>«i**^1~o ) „ Ri - 

co-NH-i (Ri tt«riBfcra-o*i***i-o ) > Ri o-co-nh-s (Ri t± 

fflTIBfcR|-oai*«:ai-o ) , Ri NH-CO-NH-I (Ri ttlMEiB-O**** 
-To ) s Xf±> (R2 ) 2 N-CO-I(R2 li**JK : 3FXttCl-C4T>l'*>l/***i-« 
) fcfcU X' li^ny>I?, /Nn^>^^U<J±Cl-C4T;V3^rv*T-em$tL-C 
& J:v>Cl-C4T^^^> -fni, Cl-UT Xlt Ra Z-* (ZtiMStH 

^XttttlWJ-fcfcU R3 li^ny>JK^--C«tfcS*i./SCl-C4T^>i>***-r« ) * 
*U kttOXIilfcftU k* Ii0-4©1^U k**0 »±k* (±2-4 

©fiafc-e**), k' ^2~4Wi:i±x' Bffi^oti<, r{±ci-C4t;v^tjv». c 
2-C4T jv >r - ;v»X(±C2-C4 T ;v * - * a o ] 

•C^**L& (f»tLT©) 2H-tf7>-2-*V'ft^t^«'I±S#t*^*i- ; 5»-^ 

z. hifihz> 0 ) ; 

1 1. TGF-^lCJ:^^^T^O#^3i*m#L-C^#^;M^®* : £r#<-^ 
O OR 
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D**, XI4C2-C4T C2-C47 Ri - S (O) -* (Ri »*C1- 

C47;v*;i^£3£U n±o~2M*«to ) , ->7>i, C1 " C4T 

*a*v*7u#-;i'*s (Ri ) 2 n-* (Ri tturiafc n-©****-*"« > - J* 1 ~ 
co-nh-i (Ri ttwisfcra-©****-*-- ) . Ri °- c ?-^2 _ ?j n *i2 
tHBtn-o«***-r. ) > Ri nh-co-nh-s (Ri litraifcn^**** 

to ) . Xti. (R 2 ) 2 N-CO-I (Ra tt^W^ttCl^T^**;***^. 

*v>ci-c47;v*;v»> -ha*, ci-C4t;v=i^v*. Rs z-* (Zi±m#m 

*L kliOXlii k' 1*0~4«>SE»*£U k^OOft^Kttk' 14 2- 4 

k* **2~ 4 fcttX' liffi*ftotJ:<, R t4Cl-C47;v* C 

2-C4 7 ;v -5r - ;i/*X (4C2-C4 7 ;v * - &-e & * 0 ] 

x~7nzti& 2H- tr 9 > -2- * > <o&JR ; 

12. S (I) 



OR 




(I) 

[5£* X14C2-C47;V*-->V^ C2-C47;V^r-^*> Ri - S (O) i -* (Ri *4C1- 
047******1^ lttO~2<&lE»***o ) > ~>7>>*, C1-C47 
;vn^->*^*-;H, (Ri ) 2 N-* (Ri «I5 fc 1^-0***^0 ) , Ri ~ 
CO-NH-i (Ri tttttBfcm-©*****-. ) > Ri O-CO-NH-i (Ri tt 
t»BkH-©«ft**-r. ) > Ri NH-CO-NH-I (Ri tt«rBkn^5«*** 

•r ) xt± (R2 ) 2 n-co-i (r 2 tt**iK^xttci-c47*****£-t-o 
) Wu x' nwrym** /Nnyyw«b<ttci^T>u3*v*«***tT 

J:v>Cl-C47****, -hni, Cl-C47*3*v*. !JU4, R3Z-1 (Z(±@r#W 
^XMitGIH^^U Rs {4;Nny>M^g&$frfcCl-C47*****S*i-o ) £ 
kttOX»±lfc£iU k' liO~4Wi^U k^O^Cttk' 142-4 
0«8fc-e**K k' **2~ 4 X' l«*otJ:<, R {4C1-C47** **, C 

2-C47*^-**Xt4C2-C47**-*^?*&° ] 

1 3 . *r«j**>:S; ( I ) 



O OR 




(I) 



Kt, XttC2-C47n/t-^*, C2-C47 **-**, Ri -S (0) 1 -* (Ri »*C1- 
047****4:3* U KiO~2<7)ll[^to ) . ->77*> **#*->*. C1-C47 
;V3^^/*JV^;^ (Ri ) 2 N-* (Ri tttMEfcPI— ) > Ri ~ 
CO-NH-i (Ri tttMBfcH-0***»-o ) . Ri O- C O -NH-*(Ri» 
tWHBfcB-©***«-f-o ) , Ri NH-CO-NH-i (Ri tt«EkB-«)I*t* 
i- ) (R2 ) 2 N-CO-i (R2 {47RfSilWU4Cl-C47****fc3H-o 

) Wu x : tt/Nny^f, ^ny>M^L<«ci-C47;v3^->*-ee^^^ 

*v>Cl-C47****, il^n*, Cl-C47*3* 3U4, Rs Z-* (Ztt**JK 
^XttfcJWf^U Rs li/Nn^yJK^-ClKftStLfcCl^T^^f^***^- ) * 
«U kttOXttl*&U k' ttO~4«)ISc^U k^OO^lik' {42-4 
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#11 2003-324157 



7/ 



2-C47;v^-^xteC2-C47;v*-^*-c&&° ] , 

■c* $ tt* 2H- e 9 wt-frw * > -r * KS^-r * - 

[0 0 0 6] 
[0 0 0 7] 

aria© x Ri -s (o) i -&hLTH, «*.ar, 

y j ^ >*ji/*-;v^ j.^ v*;v*-;v^%a*aMf e>*u (Ri ) 2 N-s 

tUJi, *|;Ltf, yif-JUT^fc^WMffctU Ri -CO-N 

H -*i:L-Ctt. ^J;Ltf, 7-fef;V7 5ySf^lf^^ > Ri O-CO-NH-i^ 
Lt{i> ffl£lf^ * V* i/*M-^7? y*#75**lf *b*U Ri NH-CO-NH-1 
tLTti >f-^T5y ^7 5 yatV^JbWfe^ (R2) 2 N-CO 

itiacox' tw*»t*^ny>iR^fcL*ct±, ^nn^ aaasc^ Bvmm 

if*'*, fn^tn^^, * h VJS^,f 

(btU R 3 Z-»tLTi±, i>-7JU*n* h>J7Wn^^>i, 

hij7Kn>W*», 1. 1,2,2-f >57^nxh*V*«* t m*i*. 
|»EOXKfitt*C2-C47^^->HfefcbTtt, ■/n^-/l'»J« t * 
lfp>*u C2-C4T;v^^;v»i:L-C(i, :7ne If fc*t 

C2-C4T;v^-;v*iiLT{±. kf-/l^ -/n^-ZHfeS^atf £ *U C2-C47 

[0 0 0 8] 

aMt^tt (I) (4-> h*->-3-[3-[3,4--^ h+5/7x-^]-l-*t7-2-7o 

6-^f-;V-2H-tf7>, 4-* h*->-3-[3-[2,4-S» b^i/7x-;V]-l-t^7- 
2_^n^-;W]- 6-,* 7^-211-*? 7 li % 0flx.tf, Tetrahedron (1973 
) 2 9 1 0 8 3^, WOO 1/7 9 1 8 7^i^f ^t^^^^ ^ T "* 

**BflS** (ID tt*r3Mfc-fr»T**^ WO 9 7/3 5 5 6 5^«WO01/ 

7918 7 ^&»<&#tttt*<0ieffi *>.*o L^t&tf s <b> ^«s:iKiwtta«P3»- 
ii. * (v) x. x' . k&tfk' amira-©*****. 

) T?^$tL*^* (ttT, #4«ffl# (V) tm-tZttf&Z>° ) 7J^Mb, 7;v 
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O OH ° OR 



w L X ' )(k, -&^o^ch 3 

TJV^Mfc. T;v^-JHkX{±T;v^-Mb^>^'St trti, 0Ox.wr, (v) 
fc* (VI) 

RW (VI) 

-c* $ tL & r ;v * JWtfflU r ;v - /Wb»m± T)v*~ m\M\ £ * m&<?>ft&T"eKi& £ 
#fffl# (v) (VI) t^lfe<o^T-eo5:c&(i> ait. mS^tr-fr^tL^ 

* y &jR**ffcto*L »f'J^A, ^t*'j-^Af(7)7;^ | Jtl^m iHb 

~2*/kb«#> ffc#J» (VI) li. »1t\ i^;v~2-=e;vo#J^-c$)*o 
Rj£ift«tt> it, 0X3-1 0 OTCOtfiHrt. RJSB*Wi±. »*, 1B#W~2 0 0B#FbS 

ftizttzx*)^ mt&m (i) t#it*£fc^**. JMistttoMbfr* (i) »± 

NJ# (V) m*> Indian J. Chem (1 9 7 4) , 12, 9 

5 6^<DjcM^mm-£tiri$*), 2ffcrc*So ^u, * (vn) (s^, x j x ' > k 
Rlfk* «lfii:|W]-0^i*^^i-o ) ■vmZti&ik&Vot* * (VIII) "C7P§tL*<b^ 

o oh o OH 

+ O^O^CH 3 - o^O^CH 3 

(VII) (VIII) 

#4>w# (v) o?*>. #5&w*w# (in) liwsM&fr*-?**^ ±.mxm<omm.* 

[0 0 10] 

$11;, >fb^tl#^ (i) ~ (vii) •C*$*t*3fc»Wt , W# (HI) £$IaF1"£o 
O OH 

(V) k . 




Or^O CH 3 

[0011] 
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[Sell 



1u a ww7 


(V) (X' 




3 — CH=CHCH 3 




3-C=CH 


(iii) 


3-CON (CH 3 ) 2 


(iv) 


3-CH 3 , 4— OCH3 


(v) 


3-CF3, 4-C 1 


(vi) 


3-C 1 , 4-OCF3 


(vii) 


3-F, 4, 5- (OCH3) 2 



(18) ^^ft^it^%} (I) ZMtfIt&o 
(I) 





(x) (X' ) k - 


R 


(1) 


3-CH=CHCH 3 


CH 3 


(2) 


3-C=CH 


C2H5 


(3) 


4-SCH3 


CH 3 


(4) 


4-S (O) CH 3 


CH 3 


(5) 


4-S (O) 2 CH 3 


CH 3 


(6) 


3-CN 


CH 3 


(7) 


4-COOH 


CH 2 CH=CH 2 


(8) 


4-COOCH3 


CH 3 


(9) 


4-N (CH 3 ) 2 


CH 3 


(1 0) 


3-NHCOCH3 


CH 2 C-CH 


(1 1) 


3-NHCON (CH 3 ) 2 


CH 3 


(12) 


3-CONHs 


CH 3 


(1 3) 


3-CON (CH 3 ) 2 


CH 3 


(14) 


3, 4-C 1 2 


CH 3 


(1 5) 


3-CH3, 4-OCH3 


CH 3 


(16) 


3-CF3, 4-C 1 


CH 3 


(1 7) 


3-C 1 , 4-OCF3 


CH 3 


(1 8) 


3-F, 4, 5- (OCH3) 2 


CH 3 



[0 0 14] 
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[0 0 12] 

K> ft**** (1) ~ 
Sfc2 (I) 
O OR 

(X) k . 



(X') K 




CH 3 



[0 0 13] 

r^2 1 
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«©lifiT^f«»**^til (fiP*>. £*ira * 

II • IIISl3 9~**vo#») £3l£>lg£ UtiiHIt^SC i: fcfcjfc 
tiX^Z Clin. Liver Dis. , 7, 195-210 (2003) 

^ifLTTGF^ ©i^±# L > ftl*il*f Rfil £ % % £ # x. 6 

tf^»T G F - fi 0***_t#f-U »#"C*± I g A*«»**#H»«i-* C t lw J: 19 

. fjfetRftUTGF-jjot^ftu wmm ii • ivsin 

Jf») ^^I^SacLT^^mt^^-fc^-rX'^l^^tL-CV^ Am. J. P 

hysiol. Renal Phsiol. , 278, F830-F838 (2000) 
.Kidney Int., 64, 149-159 (2003) #RR) • 
J6© ; EfA'lll»t*4db/db'7'>^ktt, »^«rttHWIi"S V^f>5t#*CS*t 
o/c*6. •) g^iKCiS^tffHt* iwtibSo db/db 

GF-j8*fcWJtljn* , ®*?>tL"CV^ ($J;Ut Am. J.Pathol., 158, 1 
653-1663 (2001) #M) o ifclg AfiO^f )Hll*lt**SI;T h y - 1 

31 §jg£ O-e££ 0 a**^tt*^b^ttTGF-/9$«IMftfr*ta:-^'*"* 

£ fc C £*) , WBM§*fc5&*JflJ1W $ tLS £ i: *»^$ *LT (Hx.lt Kidney I n t 
60, 1745-1755 (2001) #Hf0 o 3ftfifc£ K *5 v* T W\ *©«Htt>PW 
fitf*, -e-^^EfA/ttfe-cabST s k^9*fc*tU TGF-£lfi*ffl* ifc-^**- 
D &Ji«Mt > fk©3fc 2 8F* , B* ?> tLTV>* (ix.lt J. Invest. Dermatol. 
118, 461-470 (2 00 1) #RfQ o Bl±Oit*e», TGF-^«^» 

^^**3&W4EW«iaJft»^**W*^liQfc#a^ i »l±. (I) ^TOtttl 

#h^^-*1-^o £ite»ojftft»4»Ki#*$tL**'fb'&W (I) li, 0. 0 111 

%~9 9. 9 9li%t*»),^ffittfi#tt, 1^ 9 9. 9 9tt%~0. 0 111% 

[0 0 151 

Sfc, (I) K^$tL*J:^:, TGF-^tt* 

IfiB^-yyjtfe^^XETOafttt* %EE*1-*o SP*>> (I) l*TGF-/?<7> 

ffcffl ZWM-f&m-jJ ttt*TGF-i?7>^^-^f-e*^c iot> (I) 
H\ T G F - flftfflWIHIit^t^^^ LtlJffi t S i H 1 1^ o TGF-/?{±> 
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tv^ [J. Invest. Dermatol., Ill, 948-954 (1998) 
, FASEB J., 16, 1967-1969 (2 0 0 2) ] . $5.^ ttTGF-jJ 

TGF-^Ifit^^Fe tu i n^fi, T G F - p \z X *^©#*«MMIfMi 
^L-rttgu«JC«§, ^©flJHEfcflUBfc^tfc^&S*-"^* [J. I n v e s 
t. Dermatol. , 118, 993-997 (2002). ^IH«F«^3r« #H8 2 
000-342296] 0 iot, ^fr&W (I) (RTfZtlZ^Mfrt LT^f ^> 

■^**»WTGF-i9»«jfttf6#^»W*^aflt»tt, (I) t^Mffi 

ttfcfc-gqTtfco iii^«tiEf^t$^*M (I) H\ MISs 0. Oltl 
%~9 9. 9 9M%T*«K ^fift£JS#MU M#> 9 9. 9 9lf%~0. 0 llf% 

$ 'b i:> E*p n n«jn*ik im&mnM, -k&mnftm* 

[0 0 16] 

(I) ^ilp D n «t»t Ltfflv^i^cii, *#»&^1»2:L 
»fcLT^lmg~&2 g, "»* L< H*»Jftfl*k L-CHl5mg^l g *t»#i"tttf 

«■ (at, , m&&^ mm&^irtitfx^o mmm±, «*.wr, ^it^© ( 

0. Img~$j500mg «rtt-^i-*Ltf J: v> 0 S fc, fiTfB© 1 B OtS-S-** 1 HXteifcHi 
(I) ^^ffi n a pl:aLtfflv^^l:ii, ^M^%^«$tLfc^ttn n n O 
v*-;k A-^^*abif^ifc^-e§*o > 3 yti, iKH, JMIflflU fiKfip 
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&^st^ jwutt*©^*, ttsik moss, ^woMt^i 

t4WCJ:otI^4^ 11^ bj£A^*3&J&7>*£: LXfoO. 0 1mg~$j 
0fl*.tf, MJmittrK% L < (4 y -ft <D 

M^-f£», fux.^, mmn, nm*. mm=?-, 7*31, 3fc*k >\ ^-xk « 

«u evfeft, MjpXp^ • TkjgjnXn^ fL • mx B a n , ^inip D „, ^jbnx P D n 

s ^»Xp a n ^(7?-M^^tj^pt§f%^^^tf^c: ( h^#^o 

m, MifC^Tl^^,^ I1kh^A-CtM^ItUI5i0. lrag-^5 
10 0 17] 

mnmi *5tw$>r$fa (in) ut&m^ (vo ] *>#js 

3-T-bf-;W4-V: Kn^i/-6-^^;V-2H-t*v^-2-^> 1. 8 5 g, 3-*nn_4-(M; 
7;vtn^ h^y)^^X7JVft K2. 2 5 g, * n n A 2 0 m 1 Xtf V 'J > 
0. 7mlOfS^%£. l'lT(:4WniL/; 0 Mfc?£iPL*:&. SU&«MEEMi 

;V4 0m 1 tW^itia *K 4-fc Kn^y-3-[3-[3-70D-4-(f >j7Wn^ 
^^•^-^-l-^y-^-yn^-^]- 6-^^;V-2H-t°7>--2-^^ Mb-^W^- (vi 
) ] (DM&ftiMiO. 4 0g^#/io 

1 H — NMR (300 MHz, CDC1 3 ) d (ppm) :2. 31 (s, 3 H) , 5. 
70 (s, 1H) , 7. 38 (d, 1H) , 7. 61 (d, 1 H) , 7. 78 (s, 1H 
), 7. 80 (d, 1H, J = 1 5. 0Hz) , 8. 27 ( d , 1H, J = 1 5. 0Hz 

mmm 2 *ik&® ( I ) itt&mtt (17)] O^jfc 

^ K4 m 1 K4-fc Knipy-3-[3-[3-^nn-4-( h y 
h^y)7x^;V]-l-t^V-2-7°n^;i/]- 6-;* ^;V-2H-fcT7 >-2-* > 0 . 33gi» 
#U fc*3frffc?- h V (6 0%itt) 5 0mg^|)Di, li-C3 0^Kl 

^>T, 0. 2ml^*n^T, 6 5 < c-eiB#r^> MT— 

h^77^-Cftt5iJ:|:J: 15, 4-^ h^-3-[3-[3-^nn-4-( h >; -7;i/^n^ 
y)7x-;V]-l-t^rV-2-yD/<-;i/]. 6-* ^;V-2H- fc?9 > Mk&Vott (17) ] © 
8fcftfei|Sfl0. 1 3 g*ntz 0 

1 H — NMR (270 MHz, CDCI3) S (ppm) : 2. 31 (s, 3H), 3. 
95 (s, 3H), 5. 99 (s, 1H), 7. 16 (d, 1H, J = l 5. 9 Hz) , 
7. 32 (d, 1H, J=7. 6Hz), 7. 47 (d, 1H 
[0 0 18] 

, J = 6. 5Hz) , 7. 53 (d, 1H, J = 15. 9Hz) , 7. 68 (d, 1 H, 
J = 1 . 9 H z) 
[0 0 19] 

IEtt hJM&Jf (C 1 o n t e c h*t, # * n ^#-§§-c C - 2 5 0 9) 1 

xl0 8 iM37t:, 5% C02#HAT"CHft*&*Lfc. **S*Lfc|«ft*p b S"C 

mtiE# 2004-3078938 



#fi[ 2003-324157 



^-y: 13/ 



2Eft»L^, PBS 3ml *J|lx.-te/l/** W'<- (N a 1 g e n * * □ 
1 7 9 6 9 3) tJflV>TifttSt*^#tfc, IHI^SftfcfflJ&fcfc^K (1 50 
if? m :J^L?^ m) -^PBS 2 0mlCMLTffti^ 

»Lfc. #fe*Lfc*JR|c, DNA Extraction Kit (Stratagene 

tt> o*f ^fS?* ?° 6 ° °> *> s ° 1 « t i on2*l 1ml, p r o na s e*4 
J^»^-C6 0 r KT 1 BIWt $ Lfclfe, 1 0# 

MJfctt Lfco >fck\ K_tlB* ^©Solution 3^4ml flnx-C?!^ 

Lfc*. C*lt*ti:5»HlftlLfc.Iit^i(3 ( OOOrpm, 4t, 15^W) 

HJiL^e^MW (^ADNA) SrEURLfco @JRS*lWADNA*7 096 
^^y-;VT-^L^^ JMSLfco M^tL^ADNA^l 0 mM Tris-H 

c i; i?« EDTA (pH 8 - 0) TEtiB-to ) soo/. uzmmLtz 0 
5 * sse ^ * & * * * y *x * v * kr otbhi** 2 1?^ $ fih m.mm & h a a * 

^^^t^Jll 1 ° Pm ° 1) #1^ K M* 29/i 1, TaKaRa LA 

Taq (iMtt, *^n/t*RR 0 0 2A) C«ftSjifcbuf f e r 5 a 1, M 
g #« 5^ K dNTP mixture 5^ 1 RXfT a K a R a LA Taq 

Kfti"*Ci:KJ:0, &J0. 5 k b©DNA*0iRLfco ®«lS*ifcDNA*7x>'-^ 

^DNA^MtKWL, i«»:NheI 2. 5 ^ 1 RtfH i n dill 2 5 
£l*iJD*., 3 7tT3»IWIlLfc. *V>-C, 2 %T tfn 

fcK X *K ft 3. 5 k bODNAfcHJRLfco EURStLfcDNA**.* 7- 
^ftJRi-iCfcCiOWCfDNA (JSIT\ a * - DN A fc& j- o ) ^ 

** ;W ^^9-^£n-K^£^K^J£^1-£^*- p GL3 (Pro 
me g att, #*n^#-t E 17 5 1) *Nh e IWH i n dUITilMtLfclk ±|S 
t»7^n-^^TOu,; ftt4 > U:J . 0> ft5kbODNA*IHJRLjto EI 
^^SNA^^^^-^aiRi-SCfcfcJiOHOfDNAilSIJRLfc. BftH^DN 
AkaKiS*4 4^1, Alkaline Phosphatase (St@^> **n^# 
#2 1 2 OA) «#J^Bu f f e r 5^ 1 RCA lkaline Phospha 
tase (Sljitt, *^n^2 12 0A) Coa^6 5tT 

y-;«nctCJ;()DNA (JttT, Luc^-DNAfcEf. ) tittle. 
* V '?*£5f J-^ n *-*-DNA ^20ngtLuc^^-DNA ft 2 0 

*f ?~? a i£;5: B ?? A , L J g a t 1 0 n kit Ve r 2*****nm*inL 

•C16tc-l»aU 0 itrSMC»l5Hda (TOYOBOtt, * 9 n ^# 

*2? A 7i-i,l ^^^'^ °»SU ^4 2t, 4 5»niit^ 
, fve»rL^X»W*5 0 ^ g/m 1 7>lfv"J >^ h y #*n^# 

^0 2 7-3 9) mLBru-McJMU 3 7t, -l««Lfc. tt«Lfc^ 

^3na-H0 M /ml T>tfv'j>^#tfLB^2ml-e3 7*0, 1 2 B#F^ 

WLfc. H^^t^ioAUTOMAT I C DNA ISOLATION SYS 

TEMP 1-5 0 (KURABOli) *JBv»T:/?* 3 KDNAfcWKLfco W«S*L 

5 KDNAOtt3KEW*DNA5/-^Jc^— cfl.*fL,fc 0 SRy? 

^ COL-LuctiSfo ) fi % t hS^oiSln^-r^a 2«|iH£^<D 

Ik?«»«*©-3 5 0 0-+ 5 7 (ra^^+ltt-5 0 ) O«UfcIByi|<0T«fc, 
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$ fix % & mmm tx^zzt nmu $ tnz Q 

[0 0 2 0] 

lift MftJB&jff*ft$mai& l x 1 0 6 #ffiM 1 0 Ommf^ r>aC»lU IN8Ht 
^U&JBJfiLi* (&T, F B S t|2"to Gibe ofi * * n 21140-079) £ 

10 (v/v) ulbecco' s -MEM (B*SaS*ts ft? n^#-5§-0 5 9 

19) jftjft (ttT, SIWitD-MEM ( + ) ) ^3 7 TC, 5%C0 2 #H 

«T»C*^r-!ft«Lfc. ^v>-c**Sr, FBSm^>Dulbecco' s -M 
EMM (JBlT\ SKJ»»*D-MEM (-) tlBi", ) fcfc&Lfco 

D-MEM (-) 3 0 0^1^ COL-Luc 5 gXlTp CMV- /? - g a 1 ( 
Ii;ii r °? e £ a% ^ D ^1 0 5 8 6-0 1 4) S^g^tPx., ftfeilfcA 
-fr«*M-C5^IHlfc«Ufc (»ifcl) o tit, D-MEM (-) 3 0 0/ilCLip 

0 f e c t i n e (Gibcot, it * n 1 8292-011) 2 0 « 1 £tn*_ 

, £*L*Sfi"Cl 0fi-P|jfc«Lfc&, iflMKD-MEM (-) 5. 4ml^Mt 

ts^-L^o ^^i^^miaiE'i't hmfo&mmmwffl®.izm-mLiz&, mmmm*3 1 

PBST?2B«»Uft, y ">*K0. 2 5%h V7^>>££-t>PBS 1 m 1 **g 
UDLTf-f y ->a*e>ttlft.«r«38*L*:o W#3ftfc«lfifcD--MEM (+) fc2)ll;LT J: < 
«<&Lfc&, StM^l 2 tf-x/uyv-Mci ml fo^ftt, £^£3 713, 5% 
C0 2 Il^TT«tL/ > :o SH> #->i^tD-MEM (-) T?2@*ifrLfc«, 
0. 1% FBSmDulbecco' s-MEM^i (tUT, Mi^D-ME 
M (0. 1%) tie-To) lmlllllUio 

zvzoKLxigmztLizMm^ it&mm^ d 7) ^3*1. a (d 

*l-?*l1 0 0^MU5 £3 ^fHH + yK (£IT\ DMS0tlBf o ) 

0^ 1 **tnLfc (**ftftl ^M) o ft, «ttDMSO 1 0,1© 

fr*ffi1]ULiz 0 

im TGF-^ (Pepro Tech*±)O0. 5 M g/m 1 *»ftX»±3IHJ 
7fc£ 1 0// l«6tpu 3 7t, 5%C0 2 M5!CTT?$e>»C4 0«fM^*L^ o J&*$*l 

1 0) 2 0 0^1 *HD^IBIJ&*«|*»L*:o PJ**3ftfci«£«JMi£i LTEUDlLfclfe 
, £tL*at^»« (15, OOOrpm, 4 *C, 5 1"* d t «t «9 , ±m*®WL 
iz 0 ®WZtliz±m&5 0 M l *9 6^^;v^v- htc #L^ MICROLUMAT 

LB 9 6 P (EG&G BERTHOLDW) ZM^X, LucT^^t (2 0 
mMTricine (pH7. 8), 2. 67 mM M g S 0 4 > 0. ImM EDT 
A, 33. 3mMDTT\ 270//M Coenzyme A. 5 3 0 // MA TP, 47 

»#x**5&Lfc (De 1 a y : 1. 6fJ\ Me a s. Interval :2 0#) 0 

iz/3- g a 1 ( 5 . 8mM o-nitrophenyl-beta-D-ga 

lactopyranoside, ImM MgC 1 2 > 4 5 mM 2-^;P*^hx^ 
5 0 p I (CjJDx.T 3 7 2Hri^> + a^-H/;^ v^^n^l/->v- 
/-tlv»t#«!rx^4 2 0 nmO«M£iflU5£b7to #?,^i*Si:U ^fcftfc 

is^i4= B&ate* (±««e) -n^fi (iwnag) ]/[42o nm«bt 

K (±r»^J)DE) - 4 2 0 n mRttflE ClfflJ&^iMJnlE) ] 
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f- pmiimmm ] / m^\± (dms orzft gf- pmmmm) -te^sm ( 

DMSOOTGF-^i^MtE) ] XI 00 

4t£-«-t (1 7) T^^^L^^k^t/ (i) ?>l?a««^ ^-ftii> i o&±x*$>otz 

[0 0 2 1 ] 

[IB^IJgc? 'J ~:r** h] 
[0 0 2 2] 

ie^ij#-^ i 

pcRi^Hv-atiin^r/ mini- <Dfr^mmmm £ ±i 1- & * k mn 

SB^iJ#-^ 2 

pcRiy7-fv-atii37-y> itfe?- o^h^^j^ * ii fii- & tz a6 k igft 

@a»-S|- 3 

P C RM^7^7-fc LT IM3 7-yym*; : ¥-<DDNA*tft}ii~$-Z>tztblzmtZi'i?z 
@5£!J#-5§- 4 

I2?iJ#-§- 5 
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[Eft*] 

SEQUENCE LISTING 
<110> Sumitomo Chemical Company Limited 

<120> Composition for inhibiting transcription of I-type collagen gene comprisin 
g 2H-Pyrane-2-on compound 

<130> P156235 

<160> 5 

<210> 1 
<211> 32 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify collagen promoter DNA 
<400> 1 

ccaagctagc gaaattatct tttctttcat ag 32 

<210> 2 
<211> 28 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to amplify collagen promoter DNA 
<400> 2 

ccaaaagctt gcagtcgtgg ccagtacc 28 

<210> 3 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to detect collagen DNA 
<400> 3 

atggtggcag ccagtttga 19 



<210> 4 
<211> 21 
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<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide primer to detect collagen DNA 
<400> 4 

caggtacgca atgctgttct tg 22 

<210> 5 
<211> 25 
<212> DNA 

<213> Artificial Sequence 
<220> 

<223> Designed oligonucleotide probe to detect collagen DNA 
<400> 5 

ctcgccttca tgcgcctgct age 23 
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mm] 
mm] 

* (I) 



> X(iC2-C4T;v^--;i/«, C2-C4T;v^-;v^ vt;!, #;v***vft N C1-C4T 

-FDi, ci-C4T;Vn*v^£^u k ti 0 3Ui 1 U k' fi 0 ~ 4 O^ic 
£«U k^0^^(C{±k' li2~4©IM0 1 k' 2 ~~ A <DWi^K\±X' {i*B 
RiiCi-C4T;i/*;i^ C2-C4T;w^-;v^X{4C2-C4T;v^-;v*-e^^, 



£ tL^, 2H- tf 9 ^-2-* t TOftti# t h Cl t 




CT O ^CH 3 
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[urns] 

[«E*itIEl] 



P156235 

^15^10^285 

#112003-324157 
000002093 

100093285 

mm 

WW. 



^TfTJIfc^E^Hmf ET@ If 98f ftMt^im*5$£?1± 

^■ffrnt^is^Hta^HTB i#9 8^- ft^bx * y -9— tr 

MIBaStcpti IT, #12 003-324157 



B : 

mm 
•* 

-ewe 

lis 
mi 
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mwmmvtt #112003-324157 

£ffr#-^ 50301783855 

ffl^f HA =^f§ 9 0 7 9 



000002093 

$ BB A 

100093285 

^:EJff^:Erfir**EftiR 4-5-33 tefeik^ 



2004-3078938 



#12 003-324157 



i/E 



m m a 



figU#-^ [000002093] 
1.3EJ£¥J!B 1990# 8B28B 

ft gff *RJlif*Ef f*E*«4T§5f 3 3f 
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